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Now comes Dx. &mio Torii, who deposes and states thai: 

(1) A copy of *ay Curriculum Vitas i* attached. 

(2) I mi aa inventor m the above-ideoiified application. 

(3) I have been informed that the U.S. filing date of the above-identified 
application is April 24, 2000. 

(4) I have read and am fetoiliar with 1hc specification and pending claims of the 
above-identified application. 

(5) I hsve read and am familiar vdth the coments of Hie Official Action dated 
December 2, 2002 in the aboveHdeorificd application. 

(6) I have also read and familiar with the fi^o^^rcfiarOTces discussed in the 
Official Acnon dated December 2. 2002 io the above-identified application: 

(a) WO 97/205,555 (hereinafter refered to as ,fi WO *5S5") 9 

(b) U.S. S ? 137>871 (hereinafier referred to as "US. ^l"), 
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(c) U,S. S a 520 a ?12 (hereinafter referred to as "tLS. "912"), and 

(d) UJ5. 4 3 6S7,763(hexemafter referred to as ''U.S. •763* 1 ). 

(7) The field of the present invention, is the pharmaceutical treatment ofbraia 
disorders. 

(8) I consider myself to be an expert in the field ofthe invention described above, 
I base this opinion on. the facts that I have worked ul the field of the invention for more than 
30 years arud published many scientific articles as described in my Curriculum Vtiae attached 
Jjereio. 

(9) I have carefully read WO '555. I find no description in That reference of 
treating brain edema with melatonin. 

CI o) WO "5 55 describes a. method tor treating or preventing anoxic or ischemic 
brain injury by administering melatonin. See the .Abstract, 

(11) WO J 555 does not mention brain edeoma at all. 

C12) Brain edema is a. condition in \«hich eoccess fluid accumulated in brain tissue,, 
which results in the swelling of the brain tissue Thar this is svj is demonstrated by the 
specification of the above-idcaoiied application at page l a lines 14-16 audTJ.S, e S71 at 
column 3 P lines 39-43. 

(13) Nowhere is it stated in WO '555 that The subjects described Therein were 
suffering from the symptoms of brain edema described above, 

(14) It is true that ischemia, is a. cause ofbrain edema- However, tte feci <h«* a 
subject has an ischemic brain injury does not mean that The subject must also have brain 
ederna. Thus, it is possible that a subject has an ischemic brain injury but does not have brzan 
edema. 
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(15) la feet, there is no direct relationship between the clinical symptoms of 

ischemic patients 2nd brain edema. This mokes the clinical efiect of melatonin on the brain 

uncertain. 

(16} The Examiner in charge of the above^dentified application appears to agree 

with the statement made in paragraph (14) above, At page 3, lines 6-9 of the Official Action 

dated December 2, 2001, the Examiner stated; 

Applicants argues that the subject ha? ischemic brain 
injury docs not mean Hut The subject has brain, edema. This 
misht be trues: however; if a person has ischemia caused by 
brain edema, then by treating the ischemia, one is treating the 
edftma. also and instant claims do not exclude the condition, 
[Qnphasis added.] 

O 7) However, There is -nothing in WO *5S5 which suggests that the subjects treated 
Tvith melatonin, as described therein were suffering from brain edema. Therefore) the 
Examiner is only speculating that the subjects described In WO * SSS were a] so suffering fiom 
brain edema, in addition to ischemia. There is no evidence in WO *055 'which supports the 
Examiner's speculation, since there is no mention at all of brain edema in that publication. 
Thus, the Examiner has failed to establish that the subjects described in WO 4 SSS xvere 
necessarily sinTeting from brain edema. 

(18) In add i tion, as shown at page Zl of WO "555, the mild 4-vessd occlusion 
model (vvhich is also referred to as 4 v O^ 10 minute occlusion} was used to demonstrate the 
therapeutic efficacy in treating brain ischemia with melatonin. 

The 4VO model is not used by workers in the field of the invention to measure 
the therapeutic effect of an agaat for treating brain edema. This is because the 4VO model is 
well tooown in the field of the invention to suffer from a variety of problems relating to the 
identification, of agents which are useful for treating brain edema. 
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(ZO) In my opinion, Hie disclosure of WO "555 would not have suggested a method 
of treating brain edema "by administering melatonin to a subject having brain edema, to one of 
ordinary skill in the field of the field of the invention at the time the above-identified 
application was filed in the U.S. My opinion is based on die feces thai (a) a subject having an 
ischemic brain hqnrydoes not necessarily also have brain edema, (b) there is no direct 
relationship between, die clinical sympxoxn? of ischemic patient? and train edema which, 
makes the clinical effect of melatonin on, th,e brain uncextsm. Thus, in my opinion, one of 
ordinary skill in the field ofihe field of Che tnvenrian at the time the above-identified 
application was filed in the TJ,S could not have predicted with a reasonable expectation of 
success that OTsJatoinn could be used to treat brain edema based on the disclosure of WO 
•555. 

(21} U.S. *871 describes a treatment to reduce edema for brain and sruscul&ture 
injuries. See the Abstract 

(22) U.S. '871 ai column 3, lines 39-51 slates: 



Brain edema refers to a condition in -which, there is 
increased waxer concent in brain tissue This condition occurs 
when there is a breakdown in the function of blood vessels that 
no rmall y separate blood constituents from brain tissue. Brain 
blood vessels become more permeable when they are injured 
by a lack of oxygen, by toxic substances generated in injured 
tissues, ox by unknown causes such as those associated with 
brain hemorrhage of the newborn. The medical conditions 
associated with brain edema, are: brain ischemia, brain 
infarction, brain tumors, brain infarctions and abscesses, brain 
ttaUxna and contusions, and secondary brain damage ajjsrp g 

firom neurosurgical operations 

■ (23) Thus, a subject Sulrering from brain edema may also be suffering fenn brain 
ischemia. 
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(24) However, asnoiedabov^ the fact fkat ihaU subject is suffering from brain 
isrfiemia does not necessarily mean tfiai tfcxe subject is also suffering from brain edema. In 
oihcr words, a subj ect may suffer from brail ischemia but wt -suffer fom brain edema. 

(25) Again, as noted above, there is no direct rdationsbip between the clinical 
symptoms of ischemic padenXs andbraia edema. This makes the clinical effect of melatonin 
ob the brain uncertain. 

(26) U.S. *512 describes the prevention and treatment of ischemic events and 
xeperfosion injury resulting therefroro using ^plasminogen. See me At**** 

(27) ai coIvwto 3, line 6 to column 4, line 6, U.S. '512 stales that bxain ischemia 
can cause brain odema. 

(2S) However, as discussed above, a subject suffering from brain iscfeeaxfe. docs not 
necessarily al s „ ^ b^i, oi^i.^ a sr^j^nwy suffer brain ischemia bill 

jiot suffer &om brain g^m a 

(29) U\S. '763 describes a eotnposmozi and naethod fbr increasing levels or release 
of bran serotonin. The composition contains melatonin. Sea the Abstract. 

(30) u.S- '763 feils to describe or suggest a&mr^icringjneLaiottiii to tteat brain 
edema, since that patent fails to mention brain edema at all. 

C31) in view of the foregoing. TJ.S. *&72, U.S. '912, and VS. "763 fitf to ^ 
the deficiencies of WO -555. Accoxdin^y, it is my opinion that WO '555 taken in any 
combination wir* those patents feils to suggest a method of tearing brain edema by 
^UteriaginclatDnia Co aa^jee.hBviaebram edema to one of ordinary skill in Afield 
of tii* fidd of the invention at the time the above-idendfied application was filed i a the U.S. 

(32) I declare further thai all statements made *f my oWn Pledge are true and 
that all staremc^ m*. on information and bdief are believed to be true; and former than 
these statements ™« xnade with the knowledge that wilffiU faJsa stents and th. like so 
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made arc punishable by fine ox imprisonment, orl>oth, under Section 1001 of Title 18 of the 
Uniied States Code and thai such willful false sMcmeats may jeopardize the validity of this 
application or any patent issuing thereat 
(33) Further Declarant saitfi not 
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1971 Bachelor of Science, Department of Veterinary Medicine, Faculty of Agriculture, University of Tokyo, 
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Science Laboratories, Central Research Laboratories, Ajinomoto Co., Inc., Kawasaki, Japan 
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1 990-1 995 Director of Torii Nutrient-Stasis Project 

Exploratory Research for Advanced Technology, Research Development Corporation of Japan (renamed 
to Japan Science and Technology Corporation since 1996) 
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Basic Research Laboratories, Central Research Laboratories, Ajinomoto Co., Inc., Kawasaki, Japan 
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